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A composition for tr 



contains an sPLA 2 inhibitor as an active ingredient. 



CLAIMS 



ating or preventing ischemia reperfusion injury which 



2. A composition for 
wherein the sPLA 2 inhibitor 



treating or preventing ischemia reperfusion injury of claim 1 
is a type -II PLA 2 inhibitor. 



3. 



which contains a compound 
formula (I): 



A composition for treating or preventing ischemia reperfusion injury of claim 1 



as an active ingredient, which is represented by the 




wherein R 1 is a group selectfed from 



alkynyl, carbocyclic groups, 




20 alkyl, C7 to C20 alkenyl, C7 to C20 



and heterocyclic groups, (b) the groups represented by (a) 
each substituted independently with at least one group selected from non-interfering 
substituents, and (c) -(L 1 )-R r wherein L 1 is a divalent linking group of 1 to 18 atom(s; 
selected from hydrogen aton(s), nitrogen atom(s), carbon atom(s), oxygen atom(s), and 
sulfur atom(s), wherein the combination atoms in L 1 are selected from the group 
consisting of i) carbon and Hydrogen only, ii) sulfur only, hi) oxygen only, iv) nitrogen 
and hydrogen only, v) carbo i, hydrogen, and sulfur only, and vi) carbon, hydrogen, and 
oxygen only and R 7 is a groi p selected from the groups (a) and (b); 

R 2 is hydrogen atom, 1 alogen, CI to C3 alkyl, C3 to C4 cycloalkyl, C3 to C4 
cycloalkenyl, Cl to C3 alkyloxy, or Cl to C3 alkylthio; 

R 3 and R 4 are each independently hydrogen atom, non-interfering substituents, or 
-(L 2 )-(acidic group) wherein i\ 2 is an acid linker having an acid linker length of 1 to 5, 
provided that one of R 3 and 1$ is -(L 2 )-(acidic group); 

R 5 and R 6 are each independently hydrogen atom, non-interfering substituents, 
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f 

4 



10 



15 



carbocyclic gr&ups, carbocyclic groups substituted with a non-interfering substituent(s), 
heterocyclic groups, or heterocyclic groups substituted with a non-interfering 
substituent(s); aLd 

R A is a group represented by the formula: 



X 



ISJHs 



wherein R 8 and R J 
and Y are each in 
the prodrugs 



or 



Y 



are each independently hydrogen atom, Cl to C3 alkyl or halogen; X 
(lependently oxygen atom or sulfur atom; and Z is -NH 2 or -NHNH 2 ; 
thereof; their pharmaceutical^ acceptable salts; or their hydrates. 



4. A composit on for treating or prevpating ischemia reperfusion injury of claim 1 
which contains a compound as an actj,w ingredient, which is represented by the 
formula (II): 



R '° \ 

wherein R 11 is -(CH 2 ) a \R 10 wherein a is an integer from 1 to 6 and R 10 is a group 
represented by the formula: 

„ -(R 16 )c — (CH 2 )d- 

(CH 2 ) b 



(R 16 )e 




(CH 2 )j — jr ^ — T Rl6 )k (CH 2 ) m -|— ! (R 16 ) n 

(X | , P , or 



— (CH 2 ) 0 
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wherein b, d, f, 



:i, j, m, and o are each independently an integer from 0 to 2, R 16 and R 17 
are each indepe idently halogen, Cl to ClO alkyl, Cl to CIO alkyloxy, Cl to CIO 
alkyl thio, phenyl, or Cl to CIO haloalkyl, a is oxygen atom or sulfur atom, p is -CH 2 - or 
-(CH 2 ) 2 -, Y is oxygen atom or sulfur atom, c, i, and p are each independently an integer 
from 0 to 5, e is an integer from 0 to 7, g is an integer from 0 to 4, k and n are each 
independently an integer from 0 to 3; 

R 12 is halogen, Cl to C3 alkyl, or C3 to C4 cycloalkyl; 



R 13 is hydrogen atom or -(L 3 )-R 18 wherein L 3 is -OCH 2 -, -SCH 2 -, -NHCH 2 -, -CH 2 - 
CHjr, -O-CHCCHgS)- or -0-CH(CH 2 CH 2 Ph)- ; R 18 is -COOH, -S0 3 H, or -P(0)(OH) 2 , and Ph 
is phenyl; \ 

R 14 is hydrogen atom or -(L 4 )-R 19 wherein L 4 is a group represented by the formula: 




S— C — (CH2)i"3- 
' 21 



-N-C— (CH 2 ) 



H 



R 



,21 



-CH2 — C — (C H 2)1-3 - 



, or 



R 



21 



wherein R 20 and R 21 are each independently hydrogen atom, Cl to ClO alkyl, Cl to ClO 
aralkyl, carboxy, alkylokycarbonyl, or halogen, R 19 is -COOH, -SO s H, or -P(0)(OH) 2 , 
provided that R 13 and R 4 are not hydrogen atom at the same time; 

R 15 and R 16 are eacp independently hydrogen atom, Cl to C6 alkyl, aralkyl, Cl to 
C6 alkyloxy, Cl to C6 all:ylthio, Cl to C6 hydroxyalkyl, C2 to C6 haloalkyloxy, halogen, 
carboxy, Cl to C6 alkyloxycarbonyl, aryloxy, arylthio, carbocyclic groups, or 
heterocyclic groups; and 
R B is a group representee by the formula: 
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\ 



o 




or 



O 



wherein Z is as defined above; 



the prodrugs thereof; their pharmaceutical^ acceptable salts; or their hydrates. 



5. A composition for treating or preventing ischemia reperfusion injury of claim 1 
which contains a Compound as an active ingredient, which is represented by the 
formula (III): 



HOOC 




NH 



12 '(III) 




wherein R 11 and R 12 kre as defined above; 

R 22 is hydrogen atom| Cl to C6 alk^l, carboxy, carbocyclic groups, or heterocyclic 
groups; 

the prodrugs thereof; ttheir pharmaceutical^ ac^prfable salts; or their hydrates. 



6. A composition for treating or preventing ischemia reperfusion injury of claim 1 
which contains a compound as an active ingredient, which is represented by the 
formula (IV): 



(IV) 



FT 



wherein R\ R 2 , R 3 , R 4 , R 5 j R 6 , and R A are as defined above, provided that one of R 3 and 
R 4 is -(L 2 )-(acidic group); 

the prodrugs thereof; the it pharmaceutical^ acceptable salts; or their hydrates. 



7. 



A composition for treating or preventing ischemia reperfusion injury of claim 1 
1 60 



which contains a compound as an active ingredient, which is represented by the 
formula (V): 



,14 



,12 



(V) 



lis R 

wherein R 11 , R 12 , k 13 , R 14 , R 15 , R 16 , and R B are as defined above, provided that R 13 and 
R 14 are not hydrogen atom at the same time; 

the prodrugs thereof; their pharmaceutical^ acceptable salts; or their hydrates. 
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8. A compositio^ for treating or preven^ffig^schemia reperfusion injury of claim 1 
which contains a compound as an active infgrediemt, which is represented by the 
formula (VI): 




wherein R 1 , R 2 , R 3 , R 4 , Rl R 6 , and R A are as defined above, provided that one of R 3 and 
R 4 is -(L^-Cacidic group); 

the prodrugs thereof; theii pharmaceutically acceptable salts; or their hydrates. 

9. A composition for treating or preventing ischemia reperfusion injury of claim 1 
which contains a compound ps an active ingredient, which is represented by the 
formula (VII): 



>13 



>14 



,15- 



■R 1: 



(vn) 



R 



16 



,11 



wherein R 11 , R 12 , R 13 , R 14 , R 15 , R 1 ! and R B are as defined above, provided that R 13 and 
R 14 are not hydrogen atom at the fame time; 
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the prodrugs thereof; their pharmaceutical^ acceptable salts; or their hydrates. 



10 



10. A composition foq treating or preventing ischemia reperfusion injury of claim 1 
which contains a compound as an active ingredient, which is represented by the 
formula (VIII): 



(vm) 



wherein R\ R 2 , R 3 , R 4 , R 5 , R^, and R A are as defined above, provided that one of R 3 and 
R 4 is -(L 2 )- (acidic group); 

the prodrugs thereof; their pharmaceutical^ a/cept^ble salts; or their hydrates. 

11. A composition for treating or prevenjling ischemia reperfusion injury of claim 1 
which contains a compound aJ;an active ingrjedient, which is represented by the 
formula (IX): 





12 



(IX) 



15 wherein R 11 , R 12 , R 13 , R 14 , R 15 , RP ; and R B are as defined above, provided that R 13 and 
R 14 are not hydrogen atom at the same time; 

the prodrugs thereof; their phar naceutically acceptable salts; or their hydrates. 

12. A composition for treating or preventing ischemia reperfusion injury of claim 1 
20 which contains a compound as an] active ingredient, which is represented by the 
formula (X): 



62 



wherein R 2 , R 3 ,|R 4 , R 5 , R 6 , and R A are as defined above, a broken line represents the 
presence or absence of a bond, provided that R c is the same as defined R 1 when a broken 
line is absence of a bond, R c is ^H-R 1 when a broken line is presence of a bond wherein 
R 1 is as defined above, and one of R 3 and R 4 is -(L 2 ) -(acidic group); 
the prodrugs thereof; their pharmaceutical^ acceptable salts; or their hydrates. 

13. A composition for treating or/preventing ischemia reperfusion injury of claim 1 
which contains a qpmpound as an aqtive ingredient, which is represented by the 
formula (XI): 



>13\ 



>14 



,15- 




^16 

wherein R 12 , R 13 , R 14 , ft 15 , R 16 , R B , and a broken line are as defined above, provided R D is 
the same as defined R| when a broken line is absence of a bond, R D is =CH-(CH 2 ) a .i-R lc 
when a broken line is presence of a bond wherein R 10 , R 11 , and a are as defined above, 
and R 13 and R 14 are notihydrogen atom at the same time; 

the prodrugs thereof; their pharmaceutically acceptable salts; or their hydrates. 



14. A composition for treating or preventing ischemia reperfusion injury of claim 1 
which contains a compound as an active ingredient, which is represented by the 
formula (XII): 



(XII) 
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wherein R 1 , R A , am 



a broken line are as defined above; 



R 23 is non-interferi]ig substituents; 

R 24 is hydroxy or -0-(CH 2 ) r -R E wherein R E is hydrogen atom, cyano, amino, carbamoyl, 
-CONR 26 R 27 , -NHSp 2 R 28 , or -CONHS0 2 R 2S wherein R 26 and R 27 are each independently 
Cl to C4 alkyl or.phenyKCl to C4 alkyl), R 28 is phenyl substituted with carboxy or - 
COO(Cl to C4 alkyl), phenyl, Cl to C6 alkyl, trifluoromethyl, or -(^-(acidic group) 
wherein L 2 is as defined above, and r is an integer from 1 to 5; 

R 25 is non-interferi ag substituents, carbocyclic groups, carbocyclic groups substituted 
with a non-interfering substituent(s), heterocyclic groups, and heterocyclic groups 
substituted by a nop- interfering substituent(s); 
one of T and U is nitrogen atom and the other is carbon atom; 

V is benzene ring oi pyridine ring wher^fn the^iitrogen atom is at the 5-, 6-, 7-, or 8- 
position; 

W is cyclohexene ring, benzene ring, pyridine ring wherein the nitrogen atom is at the 
1-, 2-, or 3-position, or a 6-membere^ heterocyclic group having one heteroatom selected 
from the group consisting of sulfur for oxygen at the or 3- position, and nitrogen 




atom at the 1-, 2-, 3-, lor 4-position;f 
q is an integer from llto 3; 

provided that R 24 is nojt -O-CCH^H wherein t is 1 or 2 when R 25 is hydrogen atom and R 1 
is benzyl; and 

Wis a 6-membered heterocyclic group having one heteroatom selected from the group 
consisting of sulfur or oxygen at the 1-, 2-, or 3- position, and nitrogen atom at the 1-, 2-, 
3-, or 4-position when tIs nitrogen atom; 

the prodrugs thereof; their pharmaceutical^ acceptable salts; or their hydrates. 

15. A composition fori treating or preventing ischemia reperfusion injury of claim 1 
which contains a compound as an active ingredient, which is represented by the 
formula (XII): 
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(X1T) 



CH 2 R 32 



wherein R 23 is asldefined above; 
R 29 is -NHNH 2 or\-NH 2 ; 

R 30 is hydroxy or -p-(CH 2 ) r -R F wherein R F is hydrogen atom, carboxy, carbamoyl, - 
COO(Cl to C4 alkjl), -P(=0)(R 33 R 34 ) wherein R 33 and R 34 are each independently 
hydroxy or -0-(Cl \o C4 alkyl), -S0 3 H, -S0 3 (C1 to C4 alkyl), tetrazolyl, cyano, amino, - 
NHS0 2 R 35 , or -C01nJ[HS0 2 R 35 wherein R 35 is Cl to C6 alkyl or trifiuoromethyl, phenyl, or 
phenyl substituted ^ith carboxy or -COO(Cl to C4 alkyl), and r is as defined above; 
R 31 is hydrogen atom\ -0-(Cl to C4 alkyl), halogen, Cl to C6 alkyl, phenyl, (Cl to C4 
alkyl)phenyl, -CH 2 OS|j(Cl to C6 alkyl), furyl^enyl, Cl to C6 hydroxyalkyl, -(CH 2 ) S R 36 
wherein R 36 is hydrogen atom, carbamoyl, -1^R 26 NR^ wherein R 26 and R 27 are as defined 
above, cyano, or phenyl and s is an integei/ from 1 to^J, or phenyl substituted with Cl to 
C6 alkyl, halogen, or tripuoromethyl; 
R 32 is hydrogen atom, C9 to C14 alkyl, C| to C14 cycloalkyl, pyridyl, phenyl, or phenyl 
substituted with Cl to C§ alkyl, halogen] trifluoromethyl, trifluoromethyloxy, Cl to C4 
alkyloxy, cyano, Cl to C4 talkylthio, phen^KCl to C4 alkyl), (Cl to C4 alkyl) phenyl, 
phenyl, phenyloxy, or naphthyl; and 
Q is cyclohexene ring or benzene ring; 
the prodrugs thereof; their pharmaceutical^ acceptable salts; or their hydrates. 

16. A composition for treating or preventing ischemia reperfusion injury of claim 1 
which contains a compound an active ingredient, which is represented by the 
formula (XIII): 

D 37 



R 39 — (CH 2 )t' 



Y^S^ ^ S °2 RJ (Xffl) 
N NIH 



■>38 



wherein R 37 is phenyl, isoquinoline-3-yl, pyrazinyl, pyridine-2-yl, or pyridine-2-yl 
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substituted at 4-position with Cl to C4 alkyl, Cl to C4 alkyloxy, cyano, or -(CH2) 0 . 
2 CONH 2 ; J 

R 38 is phenyl optionally substituted with 1 to 3 substituents selected from the group 
consisting of Cl tb C4 alkyl, cyano, halogen, nitro, -COO(Cl to C4 alkyl) and 
trifluoromethyl, naphthyl, or thienyl optionally substituted with 1 to 3 halogen; 
R 39 is halogen, phenyl, phenyl(C2 to C6 alkenyl), pyridyl, naphthyl, quinolyl, (Cl to C4 
alkyl) thiazolyl, phenyl substituted with one or two substituents selected from the group 
consisting of Cl to CM alkyl, cyano, carbamoyl, nitro, trifluoromethyl, halogen, Cl to C4 
alkyloxy, -COO(Cl td C4 alkyl), phenoxy, and -SR 40 wherein R 40 is Cl to C4 alkyl or 
halophenyl, phenyl substituted with one substituent selected from the group consisting 
of -0-(CH 2 ) 1 . 3 R 41 wherein R 41 is cyano, carboxy, carbamoyl, or tetrazolyl, -OR 42 wherein 
R 42 is cyclopentyl, cyclohexyl, or halogen, and phenyAsubstituted with Cl to C4 alkoxy 
or phenyl substituted with methylenedioxy; and 
t is an integer from 1 to\5; 

the prodrugs thereof; th&ir pharmaceuticafly acceptable salts; or their hydrates. 



17. 



which contains a compound as an active i 
formula (XIV): 



A composition fo\ treating or preventing ischemia reperfusion injury of claim 1 



redient, which is represented by the 





(CHUu-M(R 47 )v 



(XIV) 



wherein R 43 and R 44 are each independently hydrogen atom, halogen, or Cl to C4 alkyl; 
R 45 and R 46 are each independently hydrogen atom, Cl to C4 alkyl, Cl to C4 alkyloxy, 
Cl to C4 alkylthio, halogen, phenyl, or phenyl substituted with halogen; 
R 47 is hydrogen atom or Cl to C4 a%yl; 

66 



-COA -PCV, or 
-O-orkCH 2 ) 0 . r ; 



M is -C0 2 -\ -P0 3 - } or -S0 3 -; 
L is 

u is an integer from 1 to 8; 

provided that v is 1 when M is -C0 2 - or -P0 3 -; 

v is 1 or 2 when M is -SO3-; 

the prodrugs thereof; their pharmaceutical^ acceptable salts; or their hydrates. 
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18. A composition for treating or preventing ischemia reperfusion injury of claim 1 
which contains\a compound as an active ingredient, which is represented by the 
formula (XV): 





wherein R 48 is hydrogen atom, Cl to €4 alkyl, phenyl, or phenyl substituted with one or 



two substituents selected from the group consisting of Cl to C4 alkyl, Cl to C4 alkyloxy, 



phenyl(Cl to C4 alky\), Cl to C4 alk 3 
R 49 is hydrogen atom,\Cl to C4 alkyl, 



lthio, halogen, and/phenyl; 
lalogen, ClJ^C4 alkyloxy, or Cl to C4 alkylthio; 
R 50 and R 51 are each independently halogen or R 50 and R 51 are taken together to form 
=0; 

R 52 is -NH 2 or -NHNH 2 ; 

R 53 and R 54 are each hydrogen atom or when one of R 53 and R 54 is hydrogen atom, the 
other is Cl to C4 alkyl or VcH^o^-R 56 wherein R 56 is -C0 2 R 57 , -P0 3 (R 57 ) 2 , -P0 4 (R57) 2 , or 
-SO3R 57 wherein R 57 is each\ independently Cl to C4 alkyl, or R 53 and R 54 , taken together, 
are =0 or =S; 

R 55 is hydrogen atom, methyl, or ethyl; and 

J is R 58 -(C1 to C6 alkyl)-, R 58 -\c2 to C6 alkenyl)-, or phenyl substituted at 
the ortho position with R 58 whWein R 58 is -(CH^R 59 wherein R 59 is -C0 2 R 57 , -P0 3 (R 57 ), 
-P0 4 (R 57 ) 2 , or -SO3R 57 wherein R 57 is as defined above, and the above phenyl may 
further be substituted with one \>r two substituents selected from the group consisting 

67 



of hydrogen atj 
may be conden 
the prodrugs t] 



im ; Cl to C4 alkyl, halogen, and Cl to C4 alkyloxy or the above phenyl 
Bed with a phenyl to form a naphthyl group; 

Lereof; their pharmaceutically acceptable salts; or their hydrates. 



19. A composition for treating or preventing ischemia reperfusion injury of claim 1 
which contains compound as an active ingredient, which is represented by the 
formula (XVI): 



*NHo 



5 60 



5 61 



(XVI) 




wherein R 60 and R 61 pre each independently hydrogen atom or non-interfering 
substituents, provided that at least one of R 60 and R 61 is hydrogen atom; 
G is -CH 2 - or -0-; andl 

E is -(CH 2 )i. 3 R 62 wherein R 62 is an acijdic group selected from -C0 2 H, -S0 3 H, and 
PO(OH) 2 ; 

the prodrugs thereof; th\eir pharmaceutically acceptable salts; or their hydrates. 



20. A composition foV treating or p^^entingjjscmemia reperfusion injury of claim 1 

which contains a compound as an active ingredient, which is represented by the 

formula (XVII): 

R 6 V ^CONH 2 



(XVII) 



wherein R 63 is hydrogen atom br -0-(CH 2 ),. 8 R 69 wherein R 69 is -C0 2 R 70 , -P0 3 (R 70 ) 2 , or - 




S0 3 R 7 ° wherein R 70 is each independently hydrogen atom or Cl to C4 alkyl; 
R 64 is hydrogen atom or hydroxy: 



68 



\ 



R 65 and R 66 are 
one ofR 67 and F 



sach independently hydrogen atom, halogen, or Cl to C4 alkyl; 
68 is -B-R 71 and the other is hydrogen wherein B is -0- or -CH 2 -, and R 71 



is phenyl or ph* nyl substituted with one or two substituents selected from the group 
consisting of haiogen, Cl to C4 alkyl, Cl to C4 alkyloxy, phenyl, and phenyl substituted 
5 with one or two halogen; 

provided R 63 is hydrogen atom when R 68 is -B-R 71 ; 

R 71 is not phenyl Lhen R 63 , R 64 , R 65 , R 66 , and R 68 are hydrogen atom and R 67 is -0-R 71 ; 
R 71 is not phenyl substituted with one methoxy group or two chloro groups when R 63 , R 64 , 
R 65 , R 66 , and R 68 art hydrogen atom and R 67 is -CH 2 -R 71 ; 
10 the prodrugs thereof; their pharmaceutically acceptable salts; or their hydrates. 



21. A composit on for treating &r preventing ischemia reperfusion injury of claim 1 
which contains a compound as an pctive ingredient, which is represented by the 
formula (XVIII): 

O 



>72 




15 



20 



wherein R 72 and R 73 are e^ch independently hydrogen atom or non-interfering 
substituents, provided th^t at least one of R 72 and R 73 is hydrogen atom; 
R 74 is hydrogen atom, -0-(fcH 2 ) 2 _ 4 -R 75 , -0-[CH(CH 3 )] 2 . 4 R 75 ? or -0-[CH(CH 2 CH 2 C 6 H 5 )] 2 . 4 - 
R 75 wherein R 75 is -C0 2 H, -f>0 3 H 2) or -S0 3 H 2 ; and 
A is -O- or -CH 2 -; 

the prodrugs thereof; their jiharmaceutically acceptable salts; or their hydrates. 
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22. A composition for treating or preventing ischemia reperfusion injury of claim 1 
which contains a compound a^an active ingredient, which is represented by the 
formula (XIX): 



69 



N' 







R 84 

1 


R 83 


1 


> 








k 



R 82 (XIX) 



wherein R 1 and R 5 are as defined above; 

R 82 is hydrogen atom or a group containing 1 to 4 non-hydrogen atoms with necessary 
hydrogen atom;| 

R 83 is -(L 5 )-R A wherein L 5 is a bond, -CH 2 -, -0-, -S-, -NH-, or -C(=0) and R A is as defined 
above; 

R 84 is -(L 6 )-(acidic group) wherein L 6 is an acid linker; 

the prodrugs thereof; their pharm^ceustically acceptable salts; or their hydrates. 
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10 23. A composition for treating or preventing ischemia reperfusion injury of claim 1 
which contains a compound as an active ingredient, which is represented by the 
formula (XX): 




XX 



wherein R 11 , R 15 , andtR B are as defined above; 
R 85 is hydrogen atom, We thy 1, ethyl, propyl, isopropyl, cyclopropyl, Cl to C3 alkyloxy, 
Cl to C3 alkylthio, Cllto C3 haloalkyl, Cl to C3 hydroxyalkyl, or halogen; 
R 86 is -(L 3 )-R 18 whereinIL 3 and R 18 are as defined above; 

the prodrugs thereof; tneir pharmaceutical^ acceptable salts; or their hydrates. 



20 24. A composition for treating or preventing ischemia reperfusion injury of claim 1 
which contains a compoupd as an active ingredient, which is represented by the 
formula (XXI): 



70 




(XXI) 



wherein R 1 , I, 2 , R 3 , R 5 , R 6 , and R A are as defined above; 

the prodrugs thereof; their pharmaceutical^ acceptable salts; or their hydrates. 



25. A composition for treating or preventing ischemia reperfusion injury of claim 1 
which contains ^compound as an active ingredient, which is represented by the 
formula (XXII): 





wherein R 11 , R 12 , R i3 ; R 15 , R 16 , and R B 



10 the prodrugs thereof; their pharmaceutical^ acceptable salt^^&r their hydrates. 



ire as defined above; 




26. A composition for treating or prfevenrtmg ischemia reperfusion injury of claim 1 
which contains a corqpound as an active ingredient, which is represented by the 
formula (XXIII): 

R 3 bA 



15 



(xxm) 



wherein R 1 , R 2 , R 3 , R 5 , R 6 , and R A are as defined above; 

the prodrugs thereof; their pharmaceutical^ acceptable salts; or their hydrates. 



27. A composition for treating or preventing ischemia reperfusion injury of claim 1 
20 which contains a compoupd as an active ingredient, which is represented by the 
formula (XXIV): 

71 




(XXIV) 



wherein R 11 , R 12 , k 13 , R 15 , R 16 , and R B are as defined above; 

the prodrugs thereof; their pharmaceutical^ acceptable salts; or their hydrates. 



5 28. A composition for treating or preventing ischemia reperfusion injury of claim 1 
which contains, aslan active ingredient, a compound selected from the group consisting 
or: 

□ [3^2- amino- 1,2-diox^oethyl)^ acid, 

S dl-24[3-(2-aminoa,2-dioxoethyl)-^^ 
tj 10 yljoxy] propanoic acid, 

r= 1 / \ 

[[3-(2-amino-l,2-dioxbethyl)-l-([l,l'-biphenyl]-2-yl-in 
~ yl]oxy] acetic acid, 

3 [[3-(2-aminoa,2-dioxdethy0 

yl]oxy] acetic acid, 
3 15 [[3-(2-amino-l,2-dioxo^thyl)-l-([l ) l'-tj] 

yljoxy] acetic acid, 

[[3-(2-amino- 1, 2-dioxoe^hyl)- 1- [(2, 6-di 
yl]oxy] acetic acid, 

[[3-(2-amino-l,2-dioxoetAyl)-l-[(4-fluorophenyl)methyl]-2-methyl-lH-indole-4- 
20 yl]oxy]acetic acid, 

[[3-(2-amino-l,2-dioxoethid)-2-me 
acid, 

[[3-(2-amino-l,2-dioxoethyl)-2-ethyl-l^ acid, 
[[3-(2-amino-l,2-dioxoethyl)-2-ethyl-6-methyl-l-(phenylmethyl)-lH-indole-4- 
25 yl]oxy] acetic acid, 

[[3-(2-amino-l,2-dioxoethyl)46-carboxy-2-ethyl-l-(phenylmethyl)-lH-indole-4- 
yl]oxy] acetic acid, 
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iphenyl]-4-yl-methyl)-2-methyl-lH-indole-4- 
:hlorophenyl)m^€hyl]-2-methyl-lH-indole-4- 



[[3-(2-amino-l 



2-dioxoethyl)-l-[(3-chlorophenyl)methyl]-2-ethyl-lH-indole-4- 



yl]oxy] acetic apid, 

[[3-(2-amino-l 2-dioxoethyl)-l-([l, l'-biphenyll^-yl-methy^^-ethyl-lH-indole^- 

yl]oxy] acetic a&id, 

5 [[3-(2-amino^ ; 2-dioxoethylH 
yl]oxy] acetic acid, 

[[3-(2-amino-l,2\dioxoethyl)-2-cyclopro^ 
acid, 

[[3-(2-amino-l J 2-(\ioxoethyl)-l<[l,l'-biphenyl]-2-yl-methyl)-2-cyclopropyl-lH 
10 yl]oxy]acetic acid, 
O 4-[[3-(2-amino-l,2-^ioxoethyl)-2-ethyl-l-(phenylmethyl)-lH-indole-5 

{Q acid, 

2-[[l-(2-amino-l,2-dloxoethyl)-2-ethyl^-^^ acid, 
m 2-[[l-(2-amino-l,2-di9xoethyl)-3-(2-^ 
15 acid, 

M 2-[[l-(2-amino-l,2-dioxoethyl)-3-(2-^ 
M yl]oxy]acetic acid, 

2-[[3-(2-amino-2-oxoethyl)-2-eth^ acid, 

2-[[3-(2-amino-2-oxoeth5^)-2-ethyl-l^ 
20 acid, 

2- [[8-(2-amino- 1, 2-dioxoel}^ 
yl]oxy]acetic acid, 

2-[[8<2-amino-l,2-dioxoet%l)-7-ethyl-3-met^^ 
yl]oxy]acetic acid, 
25 2-[[8-(2-amino-l,2-dioxoethj\l>^ 
yl]oxy] acetic acid, 
2-[[8-(2-amino-l,2-dioxoethyl^-7-e^ 
yl]oxy] acetic acid, 

2-[[5-(2-amino-l,2-dioxoethyl)-^-ethyl-7^ 

30 acid, 
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2-[[5-(2-amino-l,2 
yl]oxy]acetic acid, 
2-[[5-(2-amino-l ; 2- 



iioxoethyl)-2 ; 6-dimethyl-7-phenylmethyl-[l,2-b]pyridazine-4- 



dioxoethy^-G-ethyl^-phenyl-T-phenylmethyl-tl^-blpyridazine^- 



yl]oxy] acetic acid, and 



(5-carbamoyl-9-cyc 



ohexylmethyl-9H-carbazole-4-yl-oxy)acetic acid, and the prodrugs 



thereof; their pharmaceutic ally acceptable salts; or their hydrates. 



29. A composition for treating or preventing ischemia reperfusion injury of claim 1 
which contains a compound as an active ingredient, which is represented by the 
formula: 

NaOOC"" ""O 



NaOOC 




NH 2 



or their hydrates. 

30. A preservation solution for an organ in an ischemic condition caused by 
surgery or cardiac standstill, which comprises an sPLA 2 inhibitor. 

31. A preservation solution for an organ extirpated from a donor for organ 
transplantation, which comprises an sPLA 2 inhibitor. 

f 

>32. A preservation solution of cla] m 30 or 31, wherein the sPLA 2 inhibitor is type-II 
PLA 2 inhibitor. 
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33. A preservation solutipn of claim 30 or 31, wherein the sPLA 2 inhibitor is a 
compound of any one of claims 3 to 29. 

34. A preservation sortition of any one of claims 30 to 33 wherein the organ is heart, 
liver, pancreas, kidney, orf small intestine. 

35. A method for preventing ischemia reperfusion injury, which comprises 
administrating an sPLA 2 inhibitor^ 



10 36. A method for preventing i 
administrating an sPLA 2 inhibitor 
or cardiac standstill. 



scftemia reperfusion injury, which comprises 
before the occurrence of ischemia caused by surgery 




or 
as d 



card 



reperfusion injury for an organ in an 

iac standstill, which comprises using a 
preservation solut 



37. A method for preventing iscjiemi 
15 ischemic condition caused by surger} 
solution including an sPLA 2 inhibito:' 



38. A method for preventing iscllemia reperfusion injury, which comprises 
administration of an sPLA 2 inhibitor tyefore reperfusion of blood to an organ which is in 
20 an ischemic condition caused by surgety or cardiac standstill. 




39. A method for preventing ischemia reperfusion injury, which comprises 
administration of an sPLA 2 inhibitor after reperfusion of blood to an organ which is in 
an ischemic condition caused by surgery br cardiac standstill. 

0. A method for preventing ischemia reperfusion injury of any one of claims 35 to 
39, wherein the sPLA 2 inhibitor is tyj^e-II PLA 2 inhibitor. 

^41. A method for preventing ischemia reperfusion injury of any one of claims 35 to 
30 39, wherein the sPLA 2 inhibitor is a compound of any one of claims 3 to 29. 
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42. A method for preventing ischemia reperfusion injury of any one of claims 37 to 
41 wherein the organ is heart, liver, pancreas, kidney, or small intestine. 



43. 



V- 1 



A method for treating iscjhemia reperfusion injury, which comprises 
administrating an sPLA 2 inhibitor 



44. A method for treating iscnemia reperfusion injury for an organ in an ischemic 
condition caused by surgery or cardiac standstill, which comprises using a solution 
10 including an sPLA 2 inhibitor as a preservation solution. 



treating 



isdmm^ia reperfusion injury, which comprises 
inhibitor before the occurrence of ischemia caused by surgery 



45. A method for 
administrating an sPLA 2 
or cardiac standstill. 



46. A method for preventing ischemia reperfusion injury, which comprises 
administrating an sPLA 2 {inhibitor after reperfusion of blood to an organ which is in an 
ischemic condition caused! by surgery or cardiac standstill. 




20 \ 47. A method for treating ischemia reperfusion injury of any one of claims 43 to 46, 
herein the sPLA 2 inhibitor is type-II PliA 2 inhibitor. 

48. A method for treating ischemia reperfusion injury of any one of claims 43 to 46, 
wherein the sPLA 2 inhibitor is a compound of any one of claims 3 to 29. 




25 



49. A method for treating ischemia repdrfusion injury of any one of claims 44 to 48 
wherein the organ is heart, liver, pancreas, kidney, or small intestine. 



50. A preservation method for an extirp^ldiorgan which comprises using a 
30 solution including an sPLA 2 inhibitor as a preservation solution. 
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51. A p\eserv£fibn method of claim 50, wherein the sPLA 2 inhibitor is type-II PLA 2 
inhibitor. 





A preservation me thod^of claim 50, wherein the sPLA 2 inhibitor is a compound 
6f any one of claims 3 to 29. 



A preserv* 



53. A preservation method of claim 50, wherein the organ is heart, liver, pancreas, 
kidney, or small unteS 



54. Use of sPLA 2 inhibitor for the preparation of a pharmaceutical composition for 
treating or preventing ischemia reperfjision injury. 

55. Use of type-II PLA 2 inhibit^ /for/ the preparation of a pharmaceutical 
composition for treating or preventing Dfeheajiia reperfusion injury. 



56. Use of a compound of any (me of claims 3 to 29 for the preparation of a 
pharmaceutical composition for treating or preventing ischemia reperfusion injury. 
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